ABSTRACT Objective: To assess the level of adherence to angiotensin receptor blockers (ARBs) in patients regularly attending a community pharmacy and the influence of a change in patients' adherence to pharmacological treatment.
INTRODUCTION
Angiotensin receptor blockers (also known as ARBs) are a pharmacological treatment widely used for patients with high blood pressure (BP), kidney disease and heart failure. The National Institute for Health and Care Excellence (NICE) 2011 guidelines recommend that ARBs (of low acquisition cost) should be considered as an equal first-line option alongside ACE inhibitors in patients aged <55 years, and as an alternative pharmacological treatment for those who are unable to continue ACE inhibitors therapy due to intolerance. 1 Nevertheless, the problem with the treatment is the lack of adherence. A previous cohort study of 21 723 patients who had recently started antihypertensive pharmacological treatment with ARBs showed that the first year continuation rate was 64% 2 and a previous meta-analysis 3 showed the adherence to ARBs as 61%.
One of the important factors related with adherence is generic substitution. 4 In some countries, like Spain, generic substitution is allowed and their governments encourage doctors to prescribe them. Pharmacists can make a substitution between generics, choosing
Strengths and limitations of this study
▪ This is the first study that evaluates the impact of a change in pill appearance on individual patient adherence in patients considered as persistent with pharmacological treatment. ▪ The strength of this study is that it evaluates how patients' adherence is affected both by pill appearance and changes in the coating or filler. ▪ We used indirect tests such as the Morisky-Green test and the Batalla test to assess adherence. These are not ideal tests, but we included the blood pressure measurement as a health impact index.
one from those available in the national system of reference prices, unless the doctor and/or the patient prefer another product. A problem arises when this substituted drug is of a different shape, size or colour from the previous one, which can confuse the patient and contribute to a lack of adherence. 5 According to the European Medicines Agency, a generic medicine contains the same active substance(s), is used at the same dose(s) and treats the same disease(s) as the reference medicine. Moreover, bioequivalence studies are carried out for medicines that are absorbed by the body before being released into the bloodstream. However, the US Food and Drug Administration (FDA) does not require generic drugs to be a different colour or shape to each other or their brand name versions. 6 The FDA has recently shown a marked interest in how the colour, shape or size of generic drugs affects the patients' adherence to pharmacological treatment regimens. 7 Two previous studies have assessed the influence of the variation in pill appearance on non-persistence among commercially insured patients in the USA. 8 9 These studies considered a patient as non-persistant when he/she did not collect the medication within a particular number of days after the prescription date and they concluded that changes in pill colour significantly increased the odds of non-persistance. However, the fact that a prescription was filled does not prove that the patient actually took the medication. Therefore, these studies did not distinguish between those patients who did not fill the prescription and those who did so but did not take it. The factors associated with both situations could be different, as could the potential interventions to improve the adherence to pharmacological treatment.
In countries like the USA, a defined quantity of tablets, pills, etc, are prescribed for each individual patient and placed in transparent, generic bottles, according to the patients' pharmacological treatment and its duration. In contrast, in Spain, as in other European countries, the drugs are prescribed in their original package. The problem arises because the packages for each drug are always different, even in 'concordant' pharmacological treatments (matching pill shape and colour), which can also confuse the patient. Hence, when assessing the influence of a change in pill appearance on patient adherence, it is essential to distinguish between those patients who have received a different package (but matching pill shape and colour) and those who have received both a different package and a change in pill appearance.
Most of the studies evaluating adherence to ARBs included patients after hospitalisation 10 or assessed adherence through the failure to collect a prescription. 11 However, given that most of the patients in pharmacological treatment with ARBs are attended in primary care centres, we decided to carry out the study in the community pharmacies where patients collect their medication. Moreover, as medication experts in primary care, community pharmacists are in an ideal position to address compliance and persistence issues in people with hypertension. 12 Another important factor that appears to be related to patient adherence with pharmacological treatment is the level of patients' satisfaction with pharmacological treatment, 13 which could also help clinicians to predict pharmacological treatment compliance, and consequently, to take clinical decisions.
Thus, we sought to assess the level of adherence to ARBs in patients regularly attending a community pharmacy, the influence of a change in patients' medication ( package, and/or pill appearance) on their adherence to pharmacological treatment and the associated health impact.
METHODS

Design
We performed a retrospective cohort study of a random sample of consecutive hypertensive patients collecting their medication (ARBs treatment) from a random sample of community pharmacies in Alicante (Southeast Spain). These patients were following pharmacological treatment with one of the selected drugs for at least three refills before the inclusion date, according to the pharmaceutical electronic register. This register belongs to the Regional Health Service and was created to improve the prescription and dispensation of medication. It represents a link between community pharmacies and primary care centres, allowing pharmacists to know the medical prescription of each individual patient. The collecting period was carried out from March 2015 to July 2015.
We classified each patient according to the changes in his/her three previous refills (collected from the pharmacy electronical register) in the following three groups: (1) no change (same package and appearance); (2) matched change (different package and 'concordant' appearance) or (3) no matched change (different package and 'discordant' appearance). All the brand name and generic drug presentations of the ARBs medication were classified in different groups depending on their pill appearance.
Patient population
We included a sample of consecutive ≥18 years old patients following pharmacological treatment with one of the ARBs selected drugs (candesartan, candesartan/ hydrochlorothiazide, valsartan, valsartan/hydrochlorothiazide, telmisartan, telmisartan/hydrochlorothiazide, irbesartan or irbesartan/hydrochlorothiazide) for the three previous refills.
The exclusion criteria were: (1) patients unable to complete the questionnaires because of severe physical or mental disability or people who were not autonomous in the administration of their medication; (2) patients living in nursing homes; (3) patients discharged from hospital <4 weeks prior to recruitment; (4) pregnant women; and (5) individuals simultaneously taking other antihypertensive medications or medications for chronic heart failure or angina.
Sample size calculation: According to a previous meta-analysis, 3 the adherence to ARBs was 64%. For the evaluation of adherence to antihypertensive medication in the patients included in our study, at least 355 patients were required to have a precision of 5%. According to a previous study evaluating generic drugs among patients with cardiovascular disease after myocardial infarction, 9 the odds of non-persistence in patients increased by 66% after a change in pill shape and 29% of the patients had a variation in pill appearance. We increased this number to 600 patients to evaluate the odds of variation in pill appearance in adherent and non-adherent patients.
Eligibility criteria of community pharmacies
We selected 602 patients to be included in the study from 40 community pharmacies randomly selected out of the 684 in the province of Alicante (each community pharmacy consecutively included the first 15 patients that fulfilled the selection criteria).
We selected a pharmacist in charge of each community pharmacy who agreed to participate and was available to interview the patients. A general meeting was organised in the Faculty of Pharmacy at the University Miguel Hernandez in February 2015. In this meeting, we detailed the main aim of the study and the procedure. The pharmacist in charge of each community pharmacy also attended training seminars focused on the following key topics: medication adherence; medication management for cardiovascular risk factors; research methods to collect data; pharmacovigilance and good clinical practices. A pharmacist with experience in clinical studies, regularly monitored each community pharmacy and validated each patient's questionnaire before it was included in the study.
Data collection
Adherence was assessed through two self-reported methods: the Batalla test 14 and the Morisky-Green test. 15 The Batalla test provides information about the patients' understanding of their illness. The questions, adapted to high BP, used in this study were as follows: (1) Is high BP a lifelong disease? (2) Can you control this disease by diet and/or with medication? and (3) Mention one or more organs that can be damaged by high BP. A patient was considered adherent if he/she was able to answer these three questions suitably. The Morisky-Green test comprises four yes/no questions: (1) Have you ever forgotten to take your medicine? (2) Are you sometimes careless about the time you take your medicine? (3) Do you ever stop taking your medicine when you feel better? (4) Do you ever stop taking your medicine if you feel worse? A person was considered to be non-adherent if he/she responded affirmatively to at least one question.
As the Morisky test is validated in Spain to assess the adherence to hypertensive pharmacological treatment, it was selected as the reference method. BP was also measured as a health impact index to reduce the bias resulting from the use of previous tests. Following the European Society of Hypertension (ESH) and of the European Society of Cardiology (ESC) guidelines, 16 the pharmacist tested the patients' BP with a validated and calibrated sphygmomanometer on the upper arm with the cuff at heart level, with the patient in the sitting position. The patient was tested at the end of the interview after at least 10 min of rest. The average of two measurements was taken 2-3 min apart but when systolic BP measurements differed by 10 mm Hg or more, or diastolic BP differed by 6 mm Hg or more, a third reading was taken. In this instance, the average of the two closest systolic and two closest diastolic BP measurements was used to define the BP. Uncontrolled BP was defined as average systolic BP and/or diastolic BP≥140 and/or ≥90 mm Hg, respectively.
We also collected, through a structured questionnaire, (1) sociodemographic variables: sex, nationality, marital status and educational level; (2) clinical variables: previous cardiovascular event, other comorbidities; and (3) medication-related variables: history of ARBs use, other concomitant medications, how the patients kept the medication (in its original medication container or package, with the blister pack or in a pill organiser) and knowledge of the ARB indication. Patients also completed the 'Treatment Satisfaction Questionnaire for Medication' (TSQM), 17 a questionnaire designed for use with chronic patients undergoing pharmacological treatment for any disease. It measures the pharmacological treatment satisfaction and is structured in six dimensions: pharmacological treatment effectiveness, convenience of use, impact on daily living/activity, medical care, undesirable side effects and global satisfaction. The items were scaled on a five-point bipolar scale from 'extremely dissatisfied' to 'extremely satisfied'.
Both adherence tests, together with the other sociodemographic, clinical and medication-related variables, were included in the general questionnaire, which was administered at the beginning of the visit.
Statistical analysis
All data were computerised anonymously and purified. Statistical precision was determined through the calculation of 95% CIs using the appropriate method according to the type of measurement and the available data. All analyses were carried out with the statistical programmes R.
A descriptive analysis was made of all the study variables, calculating the median, IQR, total frequency and relative frequency of each category; 95% CIs were calculated for the proportions. We considered the Morisky-Green test to be the reference method for assessing adherence. The crude risk ratios (RRs) and their 95% CIs were calculated to measure the association between each included variable and adherence. A multivariate Poisson regression model was built applying a stepwise procedure to enter variables in the model. The following independent variables were included in the model: nationality, number of drugs per patient, duration of pharmacological treatment, how the patients stored the medication, impact of undesirable adverse effects on leisure activities and convenience of medication use frequency.
RESULTS
Sample characterisation
According to figure 1, out of the 672 patients assessed for eligibility 4 (0.6%) were excluded. Of the 668 (99.4%) who fulfilled the selection criteria, 662 (90.1%) patients were finally included.
Sociodemographic variables: The median age was 68.8 years old (IQR 69.9-76.9), 302/602 (50.0%) were men, 573/602 were Spanish (95.2%), had primary studies (245/602, 40.7%) and were married (393/602, 65.3%; table 1).
Clinical variables: The patients reported a median intake of 4 medications/day (IQR 2-6; not including ARB treatment), a median number of 2 diseases/patient (IQR 1-3; not including hypertension) and 108/602 (17.9%) patients had a cardiovascular event in the past. Valsartan or valsartan plus hydrochlorothiazide were the most frequently used ARB treatments (261/602, 43.4%), 548/602 (91.0%) patients were in ARB treatment for more than 1 year and the majority correctly identified the ARB treatment indication (565/602, 93.9%). The majority of the patients kept the medicine in its original package (471/602, 78.2%), 74/602 (12.3%) in a pill organiser and 57/602 (9.5%) with the blister pack (table 2) .
Questions regarding satisfaction with medication: More than 90% of the patients reported that the side effects did not affect their physical, leisure or daily living activities, but 35% of them stated that the pharmacological treatment impacted greatly on those activities. More than 30% reported that the pharmacological treatment was very effective and nearly 70% were satisfied with the pharmacological treatment. Almost 14% of the patients reported that their doctors did not explain the characteristics of the disease to them properly ( Prevalence of adherence using the Batalla test was higher in patients with a higher educational level (51/93, 54.8% in patients with university studies; 63/146, 43.2% in patients with secondary studies; 81/245, 33.1% in patients with primary studies; and 27/116, 23.9% in patients without studies; p<0.001). Those patients with controlled BP showed a higher prevalence of adherence than those with uncontrolled BP (174/441, 39.5% vs 49/161, 30.4%; p=0.042). Those patients who reported having had an adverse effect had a lower prevalence of adherence in comparison with those who had not (6/30, 20% vs 217/572, 37.9%; p=0.047). Those patients reporting that the medical doctor detailed the importance of the pharmacological treatment had a higher prevalence than those who did not (127/389, 37.5% vs 12/65, 15.6%; p<0.001).
Impact of changes in pharmacological treatment on the patient's adherence to pharmacological treatment Out of 602 patients, 66 (11.0%) had undergone a change in their pharmacological treatment in the previous three refills; 28 (4.7%) a change only in the medication package and 38 (6.3%) in the medication package and the pill appearance. According to the Morisky-Green test, those patients with a change in pill appearance in the previous three refills were less likely to be adherent (19/38, 50.0%) than those with no change in their pharmacological treatments (373/536, 69.6%) or those with a change in the package but not in the pill appearance (18/28, 64.3%; p=0.039). We also analysed the individual items included in Morisky-Green test in detail: patients with a change in pill appearance paid less attention when taking their medication (29/38, 76.3%) than patients with a change only in their medication package (22/28, 78.6%) or those patients with no change in their medication package and/or pill appearance (485/536, 90.5%; p=0.005). Moreover, patients with a change in pill appearance stopped taking their medication more frequently if they felt worse (5/33, 13.2%) than patients with a change only in their medication package (2/28, 7.1%) or those patients with no change in their medication package and/or pill appearance (20/536, 3.7%; p=0.020; data not shown).
In the multivariable analysis (adjusted for nationality, number of drugs per patient, duration of pharmacological treatment, how the patients stored the medication, impact of undesirable adverse effects on leisure activities and convenience of medication use frequency) patients with a previous change in pill appearance were less likely to be adherent than those patients with no change in their pharmacological treatment (adjusted RR 0.45; CI 95% 0.22 to 0.90; p=0.024; table 4).
Impact of changes in pharmacological treatment on the patient's BP
Patients with a change in the pill appearance in the previous three refills were more likely to have uncontrolled BP (14/38, 36.8%) than those with a change only in the package (3/28, 10.7%) or those with no change in their pharmacological treatment (144/536, 26.9%; p=0.011).
Systolic BP was higher in patients with a change in pill appearance in the previous three refills (median BP 142 mm Hg; IQR 136-148) than in those with a change only in the package (median BP 134 mm Hg; IQR 123-143) or those who did not have a change (median BP 127 mm Hg; IQR 118-135; p<0.001; figure 2 ).
DISCUSSION
This study shows a low percentage of adherence in patients who regularly collected their medication (one in three of the patients considered as persistent was described as non-adherent according to the Morisky-Green test) and nearly 15% of them had uncontrolled BP. Switching between pills of different appearances was associated with a lower adherence to pharmacological treatment (measured through the Morisky-Green test) and a higher percentage of patients with uncontrolled BP (independently of how the patient stored their medication: in its original container or package, in a blister pack or in a pill organiser) than those with no change in their pharmacological treatments or those with a change in the package but not in the pill appearance. Other aspects associated with adherence to pharmacological treatment were patient nationality, educational level, number of medications per patient, duration of pharmacological treatment and the patient's level of satisfaction with medication regarding the impact of the medication on their leisure activities or the schedule for medication use. This is the first study that evaluates the impact of this change on individual patient adherence in patients considered as persistent with pharmacological treatment (only patients who had collected their medication in the three previous refills were included in the study). Although changes in pharmacological treatment and appearance discordance occurred infrequently (6.3%), differences in pill appearance had an important impact on patient care. Clinical outcomes are affected by how closely patients follow the regimen prescribed (compliance to pharmacological treatment) and also if the patients do not complete the full length of the pharmacological treatment (medication persistence). 18 Hence, although consistence and persistence are closely related concepts, they cover different aspects in patients' adherence to pharmacological treatment. Given that we only selected patients considered persistent with pharmacological treatment, we were able to detail the factors associated with the extent to which a patient acts in accordance with the prescribed interval and dose of a dosing regimen. Previous studies 8 9 evaluated the impact of a change in pill appearance on the persistence to pharmacological treatment in a population-based analysis. Although in these studies colour and shape discordance also occurred infrequently, the odds of non-persistence in patients increased by 27% after a change in pill colour.
Previous authors have stated two different reasons that could explain the impact of a change in pill appearance on adherence to pharmacological treatment. 8 First, changes in pill appearance can confuse patients. In this study, we were able to demonstrate that those patients with a change in pill appearance were less careful about the time they took their medication. Second, patients can associate the effectiveness of a particular pharmacological treatment with its appearance. 19 We found that those patients with a change in pill appearance were more likely to stop taking their pharmacological treatment when they felt worse.
It is also important to point out that in Spain (as in most other European countries), medical doctors prescribe the medication in its original package. Given that each particular medication has a distinctive package design, even when the pharmacological treatment is changed to a 'concordant' one (matching pill shape and colour), the package is always different, which can also confuse the patient. However, our results showed that patients' adherence was significantly more influenced by a change in pill appearance than by a change only in the package (adjusted by how the patients kept the medication).
In contrast with previous studies, 20 we found that greater the number of medications prescribed, the higher is the adherence to pharmacological treatment. Given the selection criteria applied in our study ( patients who had not discontinued their medication in the three previous refills), the patients may be people who have a higher awareness of their healthcare and consequently, have developed means to better manage their pharmacological treatment. Within the concept of adherence, acceptance of pharmacological treatment, defined as the patient's decision to agree to it, is also relevant. In our study, adherence increased when patients were in treatment for more than 1 year. This seems to be the minimum time for the patients to accept the treatment and to get used to it. In this sense, the patients' level of satisfaction with medication (measured through the SATMED-Q instrument) may also reflect this acceptance of treatment. Some aspects related with the impact of treatment on the patient's leisure activities or the schedule for medication use, might contribute to this acceptance of their treatment. This study was carried out in community pharmacies where the findings could have important implications. The pharmacists' role is to optimise each patient encounter to ensure that he/she receives safe and effective medications. However, they should also develop different strategies to increase patients' adherence, for instance, considering the impact of varying treatment appearance. Consequently, pharmacists should tell the patients when their medication has changed and educate them about the safety and efficacy of the drug, independently of its appearance. However, given the increasing frequency of generic medication substitution, they could dispense a pill of a similar size, shape or colour with each refill, whenever possible.
Adherence evaluation is not standardised, and direct methods such as biological assays are difficult to apply. 21 Other methods, such as pill counts are simple, but they do not guarantee patient collaboration, and thus, may be inaccurate. Questionnaires are the most common method used in clinical settings because they can provide information about a patient's reasons for not adhering to prescribed pharmacological treatments, are easy to use and relatively inexpensive. However, they are indirect methods and therefore, not the most reliable. As in previous studies, 22 there was no concordance between the Morisky-Green test and the Batalla test. The Morisky-Green test assesses whether the patient takes the right attitudes regarding therapy, but the concept of compliance is very strict and does not include patients with moderate compliance, and it is considered to underestimate adherence. In contrast, the Batalla test has a high specificity but low sensitivity, so it tends to underestimate non-compliance. In this study, we used the Morisky-Green test as the reference test because although it is not ideal, it is validated in Spain to assess the adherence to hypertensive pharmacological treatment. Moreover, we included the measurement of the BP as a health impact index. Although there was no association between the Morisky-Green test and BP, variations in pill appearance were associated with both the patients' self-reported regimen adherence and BP levels.
We focused our study on patients in pharmacological treatment with ARBs and these results could not apply to patients undergoing different pharmacological treatments.
Inactive ingredients or 'excipients' may differ between the generic medicine and its reference and, although these agents are intended to be inert, they can cause problems in some patients. According to the European Medicine Agency, if precautions are necessary because of an excipient, they are described both on the label and in the package leaflet of the generic medicine and thus, the patients should be aware. Moreover, during the course of the study participation, all suspected adverse events (serious and non-serious) had to be collected and recorded in the study database, irrespective of causal association, and they were reported to the local health authority. We did not record any adverse effect in the study.
In conclusion, our study showed a low adherence to pharmacological treatment and a high prevalence of uncontrolled BP in patients who regularly collected their medication from a community pharmacy. Moreover, those patients with a change in pill appearance in the previous three refills were less likely to be adherent than those with no change in their treatments or those with a change in the package but not in the pill appearance. These data underline the need for attention to appearance of pill treatment during the medication prescription and dispensation in the community pharmacy.
